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TREATMENT OF CANCER WITH NOVEL ANTWL13 
MONOCLONAL ANTIBODIES 

BACKGROUND 



[0001] IL13 is a plek^oplcTh2 cytokine produced predom^ 

as well as NKT oe«s» basophils, and mast cells (Hershey. GKK, J Allergy Clin Immunol. (2003) 
111: 677-90). In addition to Its etiotogic rol« in asthma, fibrosis, chrorHc pufrnonary obstaidh/e 
disease and ulcerative ooffltls ^ymi. TA. Arniu Rev Immunol. (2003) 21: 425-66; Wynn TA., 
Nat Rev Immunol. {2<X)4) 4: 583-94; Hefler F et al. » Immunity (2002) 17: 629-38), IL13 is also 
kt^swn to ptay important roles in tumor growth (Kapp U et aL, J Exp Med. (1999) 189; 1939^; 
Trieu Y et al.. Cancer Res. 2004; 64: 3271-5) aid modulation <rf tumor Immunity (Terabe M et 
al.. Cancer Immunol Immunotfier. 2004; 53: 79-86; Terabe M et al., Nat Immunol. 2000; 1: 
615-20). Therefore, IL13 and its re<^fors are potential therapeutic targets for cancer. 
[0002] Modem's lymphoma (HL) is a mafijpiant disorder of the lymph nodes characterized by 
ti^ abnomrial production of nrnjltiple cytoldnes lirom tiie rna^^ 

Stwnberg (RS) ceBs (See Kapp et al. and Trieu et al., supra). tL13 was shown to promc^e HL 
proliferation by an autocrine mechanism. Anti-IL13 neutraBzing monoclonal antibodies (MAbs) 
were shown to mhiblt flie proliferation of HL ceHs in vitrc) (Trieu et al. supra). 
[0003] Accumulating evidence indicates tiiat IL13 receptors are highly expressed on a variety of 
huiman maP0i»it tumor eel Snes (e.g., ^c^tastoma, head-and-neck turTK»rs, squamous ceil 
carcinoma, renal cell carcinoma, AIDS-assodated Kaposi's carcinoma, prostate carcinoma, 
pancreatic carcinoma, and epititelial carc&riomas such as adenocarcinoma <^ stomach, coton, 
and skin) (See e.g., Debriskl W et al. J Biol Chem. (1995) 270: 16775-80; Puri RK et al. Blood 
(1996) 87: 4333-9; Maini A et al. J Urol. (1997) 158: 948-53; Debinski W et al. Clin Cancer 
Res. (1995) 1: 1253-8; Kommann M et al. Anticancer Res. (1999) 19: 126-31; Husain SR et 
al Blood (2000) 95: 3606-13; KawakamI K et aL Cancer Res. (2001) 61: 6194-6200). A 
recombinait fusion prc^n comprisir^ IL13 axjpted to a mutated fcffm of i^>seudomonas exotoxin 
was shown to specifically kifl tiiese tumor ceils ki vitro. Therefore, tiiese data suggest tiiat ttie 
IL13 receptor is an attractive targ^ for directing elective tumor kilkig. 
[0004] It is now known tfiattiiem#xrnediators of anti-tumor irnmunfty are CD4* Thi celte 
CDS* cytotoxic T lymphocytes (CTL). Skice Immune devi^kxi toward Th2 suppresses Th1 
devetopment, it has been sug^ed that indiwtion of a Th2 response in cancer patients is one of 
the major mechanisms r^xess&ig tunior hHmmosun/eltisynce. Tersbe et al. showed tiiat an fL13 
inNbitor (siL13RD2-Fc) inhibited tumor recurence in a mouse mod^. Sin^r crfjservatfens were 
Biso found witii STAT6 or I L4R knockoi* mk», but not witti IL4 tarockojt mfce. To^th«-, tiiese 
results Indk^ate tiiat IL13 plays an importarrt rote In suppressing ar^mor bnmitfiity in vivo. 
Therefore, inha)itin9 tU3 oouki proniote anti4LB^ 

[(M3051 Antibody-based therapy has proved very effective in tiie treatment of various cancers. 
For example. HERCEPTIN^. and RITUXAN® have been used successfuHy to treat breast 
cancer a»id non-Hodgkln's lymphoma, respectively. The present Invention provkles alternative 
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